The Early Nutrition Academy and the Child Health Foundation, in collaboration with the Committee on Nutrition, European Society for Paediatric Gastroenterology, Hepatology and Nutrition, held a workshop in March 2011 to explore guidance on acquiring evidence on the effects of nutritional interventions in infants and young children. The four objectives were to (1) provide guidance on the quality and quantity of evidence needed to justify conclusions on functional and clinical effects of nutrition in infants and young children aged ! 3 years; (2) agree on a range of outcome measures
Background
Nutrition during infancy and early childhood (here defined as children aged up to 3 years) must meet the physiological nutrient requirements and support healthy growth and normal development. Considerable evidence has accumulated that infant feeding can markedly influence relevant functional and health outcomes on a shortand long-term basis [1, 2] . Several unresolved questions and controversies exist among paediatricians, scientists and regulatory bodies on the quality and quantity of evidence that is needed to draw firm conclusions on the presence of functional and clinical effects, as well as on the approaches to assess the relevance and impact of such effects for child and population health and for health economic impact. Therefore, a workshop was held in March 2011 under the auspices of the Early Nutrition Academy (www.early-nutrition.org) and the charitable Child Health Foundation (www.kindergesundheit.de), in collaboration with the Committee on Nutrition of the European Society for Paediatric Gastroenterology, Hepatology and Nutrition (ESPGHAN; www.espghan.org). The main goal of the workshop was to prepare an approach for guidance on the ways to acquire good quality scientific evidence on functional effects of nutritional interventions in infants and young children.
Previously, several position papers and recommendations related to trials evaluating effects of nutritional interventions in this age group have been published [1, [3] [4] [5] [6] [7] [8] ( table 1 ) .
Despite these guidance documents and numerous published randomised controlled trials (RCTs), conclusions on the efficacy and benefits of many nutritional interventions and innovations used in infancy still remain uncertain and controversial, for example the addition of compounds with proposed probiotic and prebiotic effects to infant foods, as recently highlighted by the ESPGHAN Committee on Nutrition [9] .
There is still no agreement within the scientific community about how to best define and measure outcomes used in nutrition trials conducted in infants and young children. For example, a recent systematic review of 138 RCTs reporting on paediatric acute diarrhoea found that 64 different definitions of diarrhoea, 69 definitions of diarrhoea resolution and 46 unique primary outcomes were used [10] . Thus, even in sound clinical trials on paediatric acute diarrhoea, many definitions are heterogeneous, lack evidence of validity and focus on indices that may not be relevant to child health or quality of life. Hence, the conclusions that can be drawn from the accumulated evidence are more restricted than they could otherwise be.
The use of inappropriate outcome measures and/or their definitions may result in misleading information on the relevance of the outcome measure for infant health. It also may result in overestimation, underestimation or failure to reveal potential benefits of the intervention. Moreover, there are unresolved questions and controversies among paediatricians, scientists and regulatory bodies on the quality and quantity of evidence that is needed to draw firm conclusions on the presence of functional effects. The best approaches to assess the relevance and health economic impact of such effects for child and population health are also not clear. For example, questions have been raised on which conditions should be met by clinical trials, whether single or multiple trials are required to draw conclusions and whether documentation of functional effects requires the assessment of clinical endpoints, surrogate markers or the combination of both. These uncertainties could limit available resources for studies on innovation in paediatric nutrition that could benefit child health and well-being.
Considering these issues, the workshop participants decided that consensus on a core set of outcomes with agreed definitions that should be measured and reported in nutrition trials is needed. Since the workshop was arranged under the auspices of the Early Nutrition Academy and ESPGHAN, the group decided to call this initiative the Early Nutrition Academy/ESPGHAN Consensus Group on Outcome Measures Made in Paediatric Enteral Nutrition Clinical Trials (to be known as COMMENT).
The COMMENT Approach

Problems to Be Addressed
The workshop participants agreed that problems related to the choice and definition of outcomes assessing the effects of the addition of new ingredients to infant formulae need to be urgently addressed. The recent comment of the ESPGHAN Committee on Nutrition on supplementation of infant formulae with compounds considered to have pre-and probiotic effects demonstrates these problems [9] . Growth is typically assessed by anthropometric measurements, namely weight, length and head circumference. However, interpreting studies on the effects of probiotic or prebiotic supplementation of infant formulae on growth is difficult for several reasons. Firstly, very few studies have analysed the effects of any specific probiotic strain and/or prebiotic compound. Secondly, several studies included a sample size that was too small, with insufficient power to identify relevant effects on growth as well as other outcomes. Finally, the follow-up periods in the trials were often too short. The choice and definitions of clinical outcomes differed, even those relating to the same domain (e.g. gastrointestinal infections). Even if the same outcomes were measured, the chosen criteria for these outcomes were heterogeneous, often not widely agreed upon or just not reported.
Extrapolation of these specific conclusions relating to probiotics or prebiotics to other modifications of nutritional interventions in infants and young children, e.g. the addition of any innovative ingredient to infant formula, allowed agreement to be reached on several issues. The choice of outcomes, definitions of outcomes and instruments employed in trials to evaluate the safety and efficacy of infant formulae supplemented with innovative ingredients are heterogeneous, often lack evidence of reliability and validity and sometimes focus on indices that may not be relevant to infants and their caregivers [9] . Mindful of this background, the COMMENT workshop participants agreed on the objectives outlined below.
Overall Objectives of COMMENT (1) To provide guidance on the level of quality and quantity of evidence needed to justify conclusions of effects of nutrition in infants and young children on biological function and clinical endpoints; (2) to agree on a range of outcome measures relevant to nutrition trials in infants and young children for which agreed criteria are needed; (3) to agree on an updated 'core data set' that should generally be recorded in nutrition trials in infants and young children, and (4) to provide guidance on the use, strengths and limitations of surrogate markers.
The Kick-Off Workshop in Tutzing 2011
The workshop spanned 2.5 days in March 2011 and was held in Tutzing near Munich, Germany. Workshop participants included researchers with knowledge in different areas including clinical trials, paediatric allergology, infectious diseases, gut physiology, neonatology, neurodevelopment, nutrition and metabolism, paediatric gastroenterology and regulatory evaluation. Researchers working in the infant food industry and in a company developing and evaluating biomarkers were invited to attend on the first day only to provide presentations on their experience and to answer questions regarding preclinical and clinical evaluation. The group discussions and conclusions were held on the second and third day, without the presence of any representatives of industry. A list of the attendees from industry and their affiliations can be found at the end of this paper.
The workshop participants reviewed and discussed the impressive achievements of the Outcome Measures in Arthritis Clinical Trials group, an international, informally organized network initiated in 1992 to improve outcome measurement in clinical studies in rheumatology (including rheumatoid arthritis, osteoarthritis, osteoporosis, ankylosing spondylitis and gout). Chaired by an executive committee, it organises consensus conferences in a 2-yearly cycle. Data-driven recommendations are prepared and updated by expert working groups [11, 12] . The workshop participants agreed that COMMENT should try to set similar objectives and attempt to function in a similar way for investigations in the field of early nutrition.
Discussion on Objective 1: To Provide Guidance on the Level of Quality and Quantity of Evidence Needed to Justify Conclusions on Functional and Clinical Effects of Nutrition in Infants and Young Children
What guidance can be given for conducting good quality studies in infant nutrition to demonstrate functional effects?
Type of Study and Type of Evidence
The workshop participants agreed that the preferred study design depended primarily, and most importantly, on the question which was being addressed. For example, although double-blind RCTs are generally accepted as the 'gold standard', some research questions (such as the benefits of breastfeeding) cannot always be answered by a randomised study, and other types of evidence (e.g. observational studies of high quality with adequate adjustment for confounding) must be considered. Moreover, not all nutritional interventions can be securely double masked (e.g. protein hydrolysates may differ in taste and induced stool characteristics, and prebiotics or dietary fibre may induce softer stools). The workshop participants concluded that obtaining a full body of good methodological quality evidence from all sources, with consistent results, is most important. However, a larger quantity of poor evidence can never replace a smaller quantity of good quality evidence.
Understanding the mechanisms of beneficial effects is important, and this can help in the design of better RCTs. However, there are many examples of effects for which the detailed mechanisms are unknown (e.g. many of those in the cancer field). Therefore, showing a plausible mechanism or measuring a biomarker reflecting underlying mechanisms should be considered a very useful addition to good quality trial data but not a prerequisite for demonstrating effects of a nutritional intervention.
The workshop participants agreed there was no conclusive current information that post-marketing surveillance data (as obtained, say, by the infant food industry after a product launch) were valuable. So far, there is no indication that post-marketing surveillance data are useful for documenting the benefit or safety of food products for infants and young children. Agreed standards have never been set for the conduct or reporting of post-marketing surveillance, and there are too many confounding factors, such as the education level of subjects.
Trial Planning, Execution and Reporting
The workshop participants agreed that a consistent approach to the planning, conduct and reporting of RCTs is needed, not only with regard to study design but also in terms of the consistency of choosing study and control populations, taking samples from them and the storage of those samples.
Trial and protocol registration prior to subject recruitment is now an essential requirement for any trial in human subjects to avoid unintended duplication of trials. It prevents the suppression and selective reporting of results based on the interests of funders, unacknowledged alterations of pre-specified outcome measures and the failure to report relevant adverse events [13] . The indispensable need for such registration is also supported by the conclusions of a recent observational study of safety and efficacy trials for five drug categories. This showed that only two thirds of the results had been published within 2 years of the completion of the registered drug trials. Those funded by industry were less likely to be published, and those published were more likely to report positive outcomes than were trials funded by other sources [14] .
The Consolidated Standards Of Reporting Trials statement gives guidelines for reporting trials [15] . These guidelines were developed for drug trials, but several papers have provided guidance on designing clinical trials for specific functional food ingredients [16] [17] [18] . Consensus guidelines have recently been collated for designing, conducting and reporting human intervention studies to evaluate the health benefits of foods [19] . These can be followed, to a great extent, in trials conducted with infants and young children.
Such consistency in all these aspects of trial design will not only ensure that high-quality trials are produced but will also ensure that banked samples from fully documented subjects can be available for future studies.
Study, Control and Reference Populations
Matched Control Population Considering the study population, the workshop participants discussed whether it needed to be identical to the target population. They agreed that, in some cases, it may be possible to perform studies in a different age group. For example, results from comparative studies on the bioavailability of nutrients from different food sources and on their safety may often be suitable for extrapolation to other age groups. However, if studies are performed in a population with a high probability for an outcome (e.g. family history of allergy, family history or genetic markers of celiac disease or type 1 diabetes, population with a high diarrhoea prevalence), care must be taken if the results are extrapolated to the general population of healthy infants and young children.
The gold-standard RCT requires a perfectly matched and randomised control population, but the workshop participants agreed that, in a few cases, some flexibility with respect to the choice of reference data could be allowed. For example, in growth studies, the growth of the study population could be compared with growth curves from standard populations, including the recently published WHO growth standards [20] . However, the legitimacy of this strategy would depend on the research question being asked. For example, evaluation of the suitability of a particular novel ingredient would generally require an RCT with a control population fed the same formula but without the reference ingredient, whereas a formula modification aiming at matching the growth rate of breastfed populations might be compared to WHO growth standards.
The workshop participants agreed that there are scientific and ethical considerations that need to be taken into account in comparison of populations with different ethnic cultures and lifestyles, such as those from developing countries and less privileged segments of the population. Different genetic and lifestyle backgrounds may mean that outcomes such as growth curves could not always be extrapolated to studies in Europe.
What is 'standard feeding' of the control group? For example, in allergy prevention trials with modified formula in children with a documented family history of allergic disease, is standard feeding a regular cows' milk formula or a formula based on protein hydrolysates with previously documented allergy risk reduction? The answer may differ depending on the standard feeding choices in various settings or countries. However, it was agreed that ideally the control and study interventions should only differ in one component, namely the functional component of interest.
Reference Population Another alternative to the matched control population is the use of a reference population. Are populations of breastfed infants considered the 'gold standard', and should they generally be used as the reference? Should all studies aim at inclusion of reference breastfed populations? Although the workshop participants agreed that reference breastfed populations are often useful, they recognised the difficulties posed since consistently there are large sociodemographic differences relevant to health between populations of breastfed and non-breastfed infants. The workshop participants agreed that the choice of whether or not to include a breastfed group depends on the research question. If safety or efficacy of an added component is to be tested, it may suffice to compare two formula groups fed formula with or without the added component. If, however, the goal is to demonstrate similarity to clinical outcomes in breastfed populations, then inclusion of a reference breastfed group should be considered. In some instances, comparison of results to data from previously studied reference breastfed populations or growth reference data of breastfed populations can be adequate.
Other Considerations Practicalities might also determine the starting age for trial participants. Clinical studies that assess parameters such as growth, and safety and efficacy of an infant formula may provide the most informative results when the formula is fed as the sole source of nutrition from birth. This is the period with the most rapid growth, highest nutrient requirements per kilogram of body weight and highest sensitivity to an unbalanced supply. However, in Europe, it has now become very difficult to enroll infants fed formula from birth since, fortunately, most healthy infants are breastfed after birth. The established approach for an infant growth study is to power it to detect differences in growth using 0.5 standard deviation in a study starting from birth with a duration of 3 months [5] . If enrolment into a study has to be started at a later time point after an initial period of breastfeeding, e.g. during the second or third month of life, studies may need to be powered to detect smaller effect sizes to document potential effects of food components on growth at an age with lower nutrient needs than those immediately after birth.
As there is no scientific rationale to support a strict distinction between development in infants under and above 6 months of age with respect to the effect of factors such as nutrients on growth and development, to what extent can data collected in infants 0-6 months of age be extrapolated to infants 6-12 months of age? The workshop participants agreed that this should be decided on a case-by-case basis and that it was best left for discussion in the specific working groups (see below).
The importance of deciding upon a statistical plan for analysing results at the outset of a trial was emphasised. The level for statistical significance should also be agreed at this point. The workshop participants agreed that this level did not always have to be p ! 0.05, especially in studies of healthy populations, but other levels of significance might be chosen depending on the given conditions.
Transparency of approach, namely registration and/or publication of the study design and primary outcome measures at the outset, is essential. There is no problem with assessing more than one health outcome in a trial, as long as this is decided upon and transparently reported at the outset. Assessing multiple primary outcomes should be reflected in the power analysis and increases the number of subjects needed in the trial. Analysing secondary outcomes is also permissible as long as this is made clear at the outset.
Open-Label Extension to Trials
Quite often subjects participating in RCTs are followed up further, after the un-blinding of the trial, to explore potential longer-term effects of the intervention. Such 'open-label' extensions of RCTs are obviously subject to potential bias due to lack of blinding. An even more important threat to validity may be dropouts from the sample randomised in the preceding RCT [21, 22] . Nonetheless, follow-up of the long-term health effects of early nutritional interventions is encouraged, since these outcomes are of great public health interest and this type of information is currently still scarce.
Replication of Trials
The workshop participants discussed whether replication of clinical trial results in an independent second trial was generally necessary. Replication may not be easy if there is lack of scientific novelty or little interest from potential sponsors if a commercially available ingredient showed positive effects in a previous study. However, its importance is demonstrated by contrasting results in replicated studies. For example, Kopp et al. [23] evaluated the effect of using Lactobacillus GG for the primary prevention of atopic dermatitis following a protocol almost identical to that used in a study [24] which had reported a preventive effect on the development of atopic eczema. However, the later investigators found no benefit of Lactobacillus GG use in the prevention of atopic dermatitis [23] .
Consequently, the workshop participants agreed that sometimes one trial may suffice, but sometimes more than one trial may be necessary. At least two independent adequate trials with similar outcomes are often needed to provide convincing evidence and to change practice, but this is not always achievable, particularly if a large sample size or long-term follow-up is needed to test a specific hy-pothesis. The participants discussed whether replication in a second, more or less identical, study and burdening another population with, say, blood samples, was ethical? It was agreed that the best option was to repeat the trial but to modify it so that, say, another primary outcome is added to those tested before.
Growth Studies
Growth has always been an important outcome in nutritional intervention studies. Traditionally, it has been regarded as a safety outcome to ensure that new nutritional products adequately supported growth during the important first years of life. With the obesity epidemic and the increasing focus on long-term effects of early nutrition and early growth, interpretation of growth data during the first years of life has become more complex. The workshop discussion suggested that perhaps growth studies are not always necessary when functional effects are being investigated, and that perhaps growth studies are only needed under specific circumstances, for example the modification of protein content or quality, or the addition of complex carbohydrates, which might modify the bioavailability of other formula compounds.
Safety
The workshop participants stressed the overall importance of checking safety at the same time as functionality.
Comparison between Quality and Quantity of Evidence to Draw Conclusions in the Pharma Industry and the Infant Food Industry
The participation of infant food industry representatives on day 1 allowed the discussion of the following question: 'Is the same high evidence level necessary to document functional effects of food, e.g. the promotion of a functional development or of the risk reduction of an allergic manifestation, as compared to the effects of therapeutic drugs?'.
The workshop participants agreed that the food industry is not the same as the pharma industry but that the 'controls/guidance' for the infant food industry have many parallels with the pharma industry [25] . This is due to the sensitive age group and the need to ensure the highest possible level of safety for feeding infants and young children. It is therefore useful to consider pharma, with its tight regulations, as a model. Having said this, the workshop participants recognised that the context within which the infant food industry operates is much more complicated than that in which the pharma industry operates for the following reasons:
• A reductionist approach is usually used for pharma, but a holistic approach is always needed for food. However, investigating the effects of feeding infants and follow-up formulas is simpler than looking at the effects of food on adults because the diet is less heterogeneous.
• Pharma products are generally used for the treatment of disease in those who are already ill, whereas functional food products (including those for infants) are mainly targeted at healthy people, aiming at securing optimal health and development and lowering disease risk.
• Pharma products lend themselves more to being tested in double-blind RCTs compared with food ingredients, which are sometimes difficult to mask. Compliance tends to be better in drug trials, in which participating subjects suffer from a burden of disease and are usually closely supervised by a health care professional.
• The influence of age and ethnicity is often less important in pharma trials compared with their influence in food trials in infants and young children, where age and ethnicity are often closely associated with nutrient supply and status. Within the infant food industry, demonstration of safety has always been paramount, but the current climate demands proof of efficacy much more than ever before.
Discussion on Objective 2: To Agree on a Range of Outcome Measures Relevant to Nutrition Trials in Infants and Young Children for Which Agreed Criteria Are Needed
Which outcomes could be assessed in clinical trials? The presentations and discussions covered a range of outcome measures which could be classified as shown in table 2.
Points of Ambiguity and Questions about Outcome Measures
The workshop participants recognised that there is confusion and ambiguity between clinical endpoints, intermediary endpoints and markers. They agreed that the following are all relevant questions: Which clinical outcome parameters can be considered indicative for improving function and subsequently beneficial for infant health? Can we provide criteria for effect sizes that are relevant? Should we consider the number needed to treat? Which factors in infancy/early childhood should be considered to predict later disease risk? What is the value of predefined secondary outcomes compared to predefined primary outcomes?
General Principles for Outcome Measures
The workshop participants decided that it would be best to discuss these questions in detail in specific working groups devoted to particular outcomes (see below). However, they were able to agree some general principles:
• it is a priority to agree upon common definitions for outcome measures, and this can realistically be achieved in parallel working groups; • a good outcome measure which is easy to measure and is clearly defined (diarrhoea would make a good example if this can be achieved) will make the use of markers redundant for that particular health outcome, and • markers for health outcomes with good outcome measures could still be needed if we need to use that marker to predict future events (like growth).
Discussion on Objective 3: To Agree on an Updated 'Core Data Set' That Should Generally Be Recorded in Nutrition Trials in Infants and Young Children
A discussion document from the ESPGHAN Committee on Nutrition published in 2003 has suggested a core data set for nutrition trials in infants [5] . This document suggests checklists for identification data and core data for all studies of infants, as well as for studies of infants born preterm [5] . It has been used and referred to by several investigators.
It was agreed that the COMMENT working group will join forces with the ESPGHAN Committee on Nutrition in order to publish a revised ESPGHAN position paper on these matters.
An updated core data set will ensure that full details of body composition with a full clinical chemical profile are always collected in trials in infants and young children. This will then facilitate comparison of results from studies, for example in meta-analyses. However, all workshop participants agreed that, although it was essential to collect comprehensive core data, in doing so, the burden on parents and children must be kept to a minimum.
Discussion on Objective 4: To Provide Guidance on the Use, Strengths and Limitations of Markers
Background
The workshop participants reviewed how the nature and characterisation of markers, in the context of exploring the evidence needed to support health claims on foods, were initially addressed initially in the EC project Functional Food Science in Europe [26] and then in the EC project Process for the Assessment of Scientific Support for Claims on Foods [27] , which explored further how the markers would be used as part of the strategic essence of the portfolio of evidence submitted to substantiate a health claim.
The two concerted actions deliberately avoided using the term 'biomarker' because they wish to convey the message that any relevant phenomenon or outcome could serve as a 'marker'. Markers can be used to give an indication of intake (external exposure or dosage), body burden (internal exposure, 'status'), systemic intermediate metabolism and the production of metabolites (both active and inactive) or intermediate functional effects, leading to the ultimate desired outcome. If the latter cannot be measured, then a marker can be used as a 'surrogate endpoint'. This sequence is completely analogous to the absorption, distribution, metabolism and excretion model of pharmacokinetics or toxicokinetics, and strategies for identifying, if necessary, intermediate markers for nutritional studies can be learned from experience in these fields.
If markers represent an event directly or causally involved in the process under study, they have been called 'factors', whereas if a direct functional correlation has not been demonstrated and they may in fact be bystanders or associated phenomena, they are called 'indicators'. Discussions about whether or not markers are indicators or factors come from discussions about observational epidemiological studies and are not so relevant to discussion of trials.
Thus, there is a need to give serious thought to the validity of markers in relation to their expected purpose in any experimental study. The fundamental criteria for markers in any clinical study are generic. Markers can be chemical, biochemical, physiological (i.e. addressing performance or adaptive capacity), observational or behavioural, in short, anything that can be objectively measured. As such, they therefore should be feasible, valid, reproducible, sensitive and specific. The following characteristics apply equally well to all types of marker:
• markers should be measurable at relatively immediate time points to be useful in assessing interventions in a reasonable timescale; • markers should be rigorously validated and amenable to standard quality control procedures; • they should be clearly linked to the phenomena involved in the biological process being studied; ideally, usually as part of the validation, markers other than the endpoint should have an obvious role in the mechanistic pathway leading to the outcome being studied; • markers should usually be gained from an easily accessible material, by a minimally invasive and ethical procedure; • markers may need to be validated from mechanistic studies in animal models and cellular studies; • markers need not be single static measurements; they may represent dynamic responses such as clearance studies, changes in enzyme function or signal transduction, and • static and dynamic markers might also be based on objective measurements of psychological and physical performance and subjective assessments of quality-oflife or similar outcomes. Above all, investigators should focus on study design and on the selection of appropriate phenomena or characteristics that can be measured to investigate or demonstrate a specific causal relationship. Thus, markers and their roles can be identified within the context of the study design.
Workshop Decisions
The workshop participants decided they could only give some general directions on markers at this stage. Firstly, the workshop participants agreed that they would use the term 'marker' rather than 'biomarker' for the reasons given above.
Secondly, it is important to distinguish markers of exposure (external and internal) to a functional component from markers which could be predictive of the effect of that component on functional outcome or reduced risk of disease. A variety of exposure markers for dietary intake of nutrients and non-nutrients have been reported and to some extent validated for infants and young children [28] [29] [30] .
The main point is to choose markers that have been proven to correlate with clinical outcome. However, there are far fewer data on markers for outcome in early childhood than there are for adults (for example, in adults, high serum low-density lipoprotein cholesterol levels are accepted as a predictor of cardiovascular disease risk). At present, there are only limited validated markers of clinical outcomes relevant for infant nutrition studies (e.g. growth, adiposity, allergy). Whenever markers exist, based on known mechanisms of a dietary component effect on a clinical endpoint, it would obviously be most useful to include these in any clinical trials. Since this is not often the case, the current focus is on the assessment of clinical endpoints. Clearly, identification of a marker is not a prerequisite for conclusively demonstrating efficacy based on documentation of clinical endpoint effects.
New exciting opportunities for developing informative markers may arise from systems biology (metabolomic and bioinformatic methodology) and mathematic modelling, which might help strategically develop metabolic maps and thus identify good exposure and predictive markers.
Next Steps
Working Groups
The workshop participants agreed that six working groups should be set up as soon as possible and that others (such as immune function) might be considered later. Leaders of these working groups were agreed and are shown in table 3 .
The working group leaders will recruit other experts as needed, but the working groups will remain small, with usually no more than 4-5 members. Their aim is to identify and define criteria for assessing key outcomes. The groups will perform a systematic review at the outset to inform on the current heterogeneity of outcomes. The COMMENT Steering Committee will discuss and decide upon a method for reaching consensus which will be used by all working groups. A section of the ESPGHAN website will be dedicated to COMMENT to enable good communication between working groups and their members.
Consensus-Forming Techniques
The COMMENT Steering Committee will discuss and decide upon a method for reaching consensus which will be used by all working groups. Several were suggested at the workshop, including the nominal group technique, the Delphi technique and the decision support matrix technique. The working groups and the Steering Committee will decide on the strategies for future meetings and publications.
Dissemination and Exploitation of COMMENT Discussions and Consensus to Stakeholders
The COMMENT workshop participants agreed that their conclusions should reach clinicians/scientists who are involved in preclinical and clinical studies, scientific societies and bodies providing recommendations (e.g. ESPGHAN, American Academy of Pediatrics), risk assessment bodies (e.g. European Food Safety Authority, national bodies such as Agence nationale de sécurité sanitaire de l'alimentation, de l'environnement et du travail (France), Bundesinsitut für Risikobewertung (Germany), Food and Drug Administration (USA), Food Safety Authority (UK) ) and risk management bodies (e.g. European Commission, Codex Alimentarius, national bodies). 
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